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Abstract (300 word limit)
By 2016, obesity had been known to be associated with at least 13 types of cancer. In 2010, the American Cancer Society and American Diabetes Association issued a joint consensus report on diabetes and cancer. It stated that “type 2 diabetes and cancer share many risk factors, but potential biologic links between the two diseases are incompletely understood.” How might obesity-diabetes affect cancer risk? Today, I am going to present an outline of my experimental evidence that indicates the existence of a novel signaling transduction pathway that integrates other existing hypotheses as well.
   It is summarized in one sentence:
“Expression of p27Kip1, a Cell Cycle Repressor Protein, in Human Peripheral Blood Mononuclear Cells Is Inversely Associated with Potential Carcinogenic Risk in Obese Type 2 Diabetic Individuals Relative to Lean Normal Controls”.
   You could observe the decrease in the expression of p27Kip1 in the peripheral blood mononuclear cells from the cancer-free obese type 2 diabetic individuals. The decrease in the expression of p27Kip1 could be an earliest indicator of the increase in the cancer risk in obese type 2 diabetic individuals.
   Unlike any other cell cycle regulatory proteins, p27Kip1 has two unusual molecular biological properties:
   First, a relatively large number of nutritional and chemopreventive anti-cancer agents specifically up-regulate and several pro-cancer agents (including glucose, insulin and other growth factors), specifically down-regulate expression of p27Kip1 without directly affecting the expression of any other G1-to-S phase cell cycle regulatory proteins including p21(Cip1Waf1).
   Second, expression of p27Kip1 is regulated primarily at the level of translation, not transcription. At least 4 different upstream signal transduction pathways have been identified so far that either down or up-regulate the translation of p27Kip1; hence the cancer risk in obese type 2 diabetic individuals.
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